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lead to the development of systemically active anti-obesity drugs. 
Copyright 1998 Elsevier Science B.V. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT * 



AB Certain novel 4 - substituted N-acylated piperidine derivs . , specifically I, 
are agonists of the human melanocortin receptor (s) and, in particular, are 
selective agonists of the human melanocortin-4 receptor (MC-4R) [wherein: 
p = 1 or 2; q = 0, 1, or 2; n = 0, 1, or 2; Rl = H, amidino, alkyliminoyl , 
(un) substituted alkyl, (CH2)n-Gl [Gl = (un) substituted cycloalkyl, Ph, 
naphthyl, or heteroaryl] ; R2 = (un) substituted Ph, naphthyl , or 
heteroaryl; X = alkyl, (CH2)n-G2 [G2 = (un) substituted cycloalkyl, Ph, 
naphthyl, heteroaryl, heterocyclyl , cyano, CONH2 , C02H, OH, NH2 , and 
various derivs.] where any of (CH2)n may also be substituted; including 
pharmaceutical^ acceptable salts] . They are therefore useful for the 
treatment, control, or prevention of diseases and disorders responsive to 
the activation of MC-4R, such as obesity, diabetes, sexual dysfunction, 
including erectile dysfunction and female sexual dysfunction. Approx. 180 
invention compds . I and approx. 25 intermediates were prepd. For 
instance, (2 -bromo-5-chlorophenyl) acetic acid underwent a sequence of Me 
esterif ication, coupling with tert-Bu 4 - [ [ ( trif luoromethyl ) sulf onyl] oxy] - 
3 , 6-dihydropyridine-l (2H) -carboxylate via a boronate ester, removal of the 
BOC group, and amidation with ( 3S , 4R) - 1- ( tert-butyl) -4 - (2 , 4 - 
dif luorophenyl)pyrrolidine-3-carboxylic acid. The unsatd. amide-ester 
underwent hydrogenation, sapon. of the ester, and amidation with 
MeNH2 . HCl , to give title compd. II. Representative compds. I bound to 
cloned human MC-4R in vitro with IC50 values generally below 2 .mu.M, and 
also acted as agonists toward cloned human MCR in a functional assay with 
EC50 values less than 1 .mu.M. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 



AB Certain novel 4 -substituted N-a^lated piperidine derivs 

are agonists of the human mela^portin receptor (s) and, in part 



spec j^^Cc 
part:^H.c 

:-4R) Twhe 



Really l, 
Lar, are 

selective agonists of the humarTTnelanocortin-4 receptor (MC-4R) Twherein: 
p = 1 or 2; q = 0, 1, or 2; n = 0, 1, or 2; Rl = H, amidino, alkyliminoyl , 
(un) substituted alkyl, (CH2)n-Gl [Gl = (un) substituted cycloalkyl, Ph, 
naphthyl, or heteroaryl] ; R2 = (un) substituted Ph, naphthyl , or 
heteroaryl; X = alkyl, (CH2)n-G2 [G2 = (un) substituted cycloalkyl, Ph, 
naphthyl, heteroaryl, heterocyclyl , cyano, CONH2 , C02H, OH, NH2 , and 
various derivs.]; Y = (un) substituted alkyl, alkenyl, (CH2)n-G3 [G3 = 
(un) substituted cycloalkyl, Ph, naphthyl, heteroaryl, or heterocyclyl] ; 
including pharmaceutical^ acceptable salts] . They are therefore useful 
for the treatment, control, or prevention of diseases and disorders 
responsive to the activation of MC-4R, such as obesity, diabetes, sexual 
dysfunction, including erectile dysfunction and female sexual dysfunction. 
Approx. 2 00 invention compds . I and approx. 80 intermediates were prepd. 
For instance, amidation of (.+-.) -trans - 1 -( tert-butoxycarbonyl ) -3 - (4 - 
f luorophenyl)piperidine-4-carboxylic acid with 4-cyclohexyl-4 - [ (4 , 4- 
dimethyl-2-oxo-l, 3 -oxazolidin-3 -yl ) methyl] piperidine HCl, followed by 
N-deprotection with removal of BOC using HCl, and reductive N-methylation 
using paraformaldehyde and NaBH3CN, gave title compd. (.+-.) -trans-II, 
isolated as the trif luoroacetate salt. Representative compds. I bound to 
cloned human MC-4R in vitro with IC50 values generally below 2 .mu.M, and 
also acted as agonists toward cloned human MCR in a functional assay with 
EC50 values less than 1 .mu.M. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Certain novel 4 -substituted N-acylated piperidine derivs., specifically I, 
are agonists of the human melanocortin receptor (s) and, in particular, are 
selective agonists of the human melanocortin-4 receptor (MC-4R) [wherein: 
p = 1 or 2; q = 0, 1, or 2; n = 0, 1, or 2; Rl, R2 - H, amidino, 
alkyliminoyl, (un) substituted alkyl, (CH2)n-Gl [Gl = (un) substituted 
cycloalkyl, Ph, naphthyl, or heteroaryl]; or NR1R2 = 4- to 8-membered 
mono- or bicyclic ring system optionally contg. an addn. 0, S, or N-alkyl 
atom(s); R3 = (un) substituted Ph, naphthyl, or heteroaryl; X = alkyl, 
(CH2)n-G2 [G2 = (un) substituted cycloalkyl, Ph, naphthyl, heteroaryl, 



OH, NH2 , 



heterocyclyl, cyano, C0NH2 , CO^^ C 
(un) substituted alkyl, alkenyl^Pycloalkyl , 



H , 



and various derivs. J, ^£ 
(CH2)n-G3 [G3 = 

(un) substituted cycloalkyl, Ph^aphthyl, heteroaryl, or heterocyclyl]; 
including pharmaceutically acceptable salts] . They are therefore useful 
for the treatment, control, or prevention of diseases and disorders 
responsive to the activation of MC-4R, such as obesity, diabetes, sexual 
dysfunction, including erectile dysfunction and female sexual dysfunction. 
Approx. 40 invention compds . I and approx . 20 intermediates were prepd. 
For instance, the intermediate ester {.+-.) -trans-Me 2 - (4 -chlorophenyl ) -4 - 
oxocyclohexanecarboxylate (prepn. given) was sapond. and the resulting 
acid was used to amidate 4 -cyclohexyl -4 - [ (4 , 4 -dimethyl -2 -oxo-1 , 3- 
oxazolidin-3-yl)methyl]piperidine HC1 . The obtained keto amide was 
aminated using dimethylamine , Ti (OPr- iso) 4 , and NaBH4 , to give epimeric 
invention compds. .alpha.- and .beta. -II, isolated sep. as the 
trif luoroacetate salts. Representative compds. I bound to cloned human 
MC-4R in vitro with IC50 values generally below 2 .mu.M, and also acted as 
agonists toward cloned human MCR in a functional assay with EC50 values 
less than 1 .mu.M. 
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/ Structure 1 in file .gra / 



AB A class of benzopyrancarboxylic acid derivs . is disclosed, which comprises 
compds. that are potent agonists {no data) of peroxisome proliferator 
activated receptors (PPAR) alpha and/or gamma, and are therefore useful in 
the treatment, control, or prevention of non-insulin dependent diabetes 
mellitus (NIDDM) , hyperglycemia, dyslipidemia , hyperlipidemia , 
hypercholesterolemia, hypertriglyceridemia, atherosclerosis , obesity, 
vascular restenosis, inflammation, and other PPAR alpha and/or gamma 
mediated diseases, disorders and conditions. In particular, compds. I and 
their pharmaceutically acceptable salts and/or prodrugs are disclosed 
[wherein: Z = CH2 , CO; Rl = H, OH, halo, (un) substituted alk (en/yn) yl , 
alk (en/yn)yloxy, or aryl; or Rl forms (un) substituted cyclopropane fusion 
to adjacent C atom; X, Y - 0, S, SO, S02 , CH2 , (un) substituted NH; n = 
1-6; R4 = (un) substituted benzoheterocyclyl, cycloalkyl, heterocyclyl, 
cycloalkyloxy, halo, OH or derivs . , alk (en/yn) yl , alk (en/yn) yloxy, or 
aryl, etc.; other R groups = H, halo, OH, (un) substituted alk (en/yn) yl , 



(un) substituted 5- or 6-member^^ieterocyclic ring]. A list of |B compds . 
is claimed, and their prepn. is described. For example, Et 
7-hydroxy-4-oxo-4H-chromene-2-carboxylate underwent a sequence of: (1) 
complete hydrogenation of the enone (98%), (2) etherif ication of the ale. 
with PhCH20(CH2) 3Br (66%), (3) alpha ethylation of the ester (70%), (4) 
hydrogenolytic debenzylation (100%), (5) conversion of the resultant ale. 
to a bromide (96%), (6) etherif ication of the bromide with 
3- (trif luoromethyl) -7-propyl-6-hydroxybenz [4,5] isoxazole (85%) , and (7) 
alk. hydrolysis (100%), to give title compd. II. PPAR binding assays 
using human recombinant PPAR are described without data. 
Co-administration of compds. I with a variety of other drug categories, 
including a no. of specific drugs, is claimed. 
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AB The invention provides arom. phosphonates which are inhibitors of PTP-1B. 
The invention also encompasses pharmaceutical compns . and methods of 
treating or preventing PTP- IB-mediated diseases, including diabetes, 
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diphenylpropyl) phenyl] (dif luoro) methylphosphonic acid is described. 
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/ Structure 2 in file . gra / 



AB This invention discloses the prepn. of NPY (Y5) antagonists of formula I 
(Rl = H, F, CI, Br, CN, OH, alkyl, amine derivs . , sulfur derivs . , etc.; X 
= 0, NR3, CHR3; R3 = H or alkyl; W = 0, NH or S ; R2 = amine derivs.; y'= 
{CH2)m; Z = (CH2)n; m - 0 or 1 ; n = 1 or 2 ) and II (R4 = H, alkyl, 
alkoxyalkyl, (un) substituted phenyl ; R5 = (un) substituted 
cycloalkylalkylamine derivs.; R6 = H, F, CI, Br, CN, OH, N02 , amine 
deriv., etc.; R7 = R6 with provision that when one R7 = Ph, heteroaryl or 
phenylalkyl the other R7 = H) . Thus, benzocycloheptathiazolamine III was 
prepd. m two steps from 4 - (dimethylaminosulf onylaminomethyl) cyclohexylami 
ne (Ki= 2.1 nM for binding to cloned human NPY-5 receptors) , The 
invention provides a pharmaceutical compn. comprising a therapeutically 
effective amt . of a compd. of the invention and a pharmaceutical^ 
acceptable carrier and a process for making this compn. Compds . of this 
invention, or their pharmaceutical compns . may be used for treating an 
abnormality, wherein the abnormality is alleviated by decreasing the 
activity of a human Y5 receptor, e.g., eating disorders, sleep disorders, 
reproductive disorders, etc. 
REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
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** Neuropeptide* 
[I; Rl, R3 = 



AB ***Pharmaceutical*** ***compns*** . contain 

*** Y *** ***receptor*** ***antagonists*** 

independently H, -CH3, -CO(Cl-6 alkyl) , -COAr, (Ar = substituted Ph) / R2 = 
pyrrolidine, hexamethyleneimino, and piperidino] or a pharmaceutical^ 
acceptable salt of solvate thereof. The IC50 of (II; Rl= CH3 , R2= 
1-piperidine, R3 = H) in ** Neuropeptide* ** ***y*** binding assay 

was .apprx.12 .mu.M. A pharmaceutical capsule contained raloxifene 1, 
starch 112, starch flowable powder 225.3, and silicone fluid 350 cSt 1 7 
mg . 
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